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PREFACE

Viral hepatitis is a major medical problem worldwide, and causes acute and chronic liver diseases, even
liver cirrhosis and hepatocellular carcinoma, and is one of leading causes of death. China is one of countries
of high endemicity for viral hepatitis infection. As a distinguished microbiologist, Dr. William D. Sawyer,
president of China Medical Board (CMB), is deeply concerned about the harmfulness of viral hepatitis to
health of the people. In 1992, Dr.Sawyer had a friendly conversation on a subject relative to the research
and control of hepatitis virus infection of China with me, and expressed that CMB will attempt to support a
program of viral hepatitis for solving this actual medical problem in China. Then he proposed that collabora-
tion between Peking Union Medical College, Shanghai Medical University, Beijing Medical University,
Sun Yi Sian Medical University and China West Medical University will be required to study the strategy of
prevention and therapy of viral hepatitis of China, and suggested the program be organized by me. Thus, a
communication meet.ing was called by Peking Union Medical College in April, and a Workshop on The
Strategy of the Control of Viral Hepatitis in China was held on May First, 1992. On this workshop, the
principal investigators, engaged in speciality of viral hepatitis, from the {ive universities gave presentations
of the current progress and the existing problems in the studies related to hepatitis A, B, C and E, and dis-
cussed the proposal about the program. Dr. Sawyer contributed the valuable ideas and offered important
suggestions in very concrete items relative to the proposal. Professor Joseph L. Melnick and professor
William S. Robinson carefully reviewed the proposal during the workshop. In May 1993, CMDB approved

the protocol of the viral hepatitis program and decided to give financial support.

The viral hepatitis program has been implemented over three years from July 1993. This program con-
sists of four research projects involving eleven subprojects. Totally about 130 professors, researchers and
other professionals, organized by the principal investigators of the research projects, are working together
for achieving the objectives of the program. Since 1993 the wide range of scientific studies on viral hepatitis
have been conducted as follows: evaluation of effectiveness of attenuated life hepatitis A vaccine; study on
possibility of virulence reversion of attenuated live hepatitis A vaccine strain; community — based hepatitis B
prevention; study on cause of failure with hepatitis B vaccine in infants of carrier mothers; study on epi-
demiology of hepatitis C and E; study on molecular biology of hepatitis B and C virus; study on relationship

between hepatitis C and liver cancer; clinical and basic study on a new antiviral hepatitis B drug — Bicyclol.

The theme of this meeting is to exchange the new development and achievements in the studies men-
tioned above, and to discuss the problems relative to the research projects next two years. It is expected
that more valuable achievements will be obtained in the future, based on the studies carried out in the last
three yrars, and that the relative scientific evidences will be submitted to the Ministry of Public Health of

China for making decision in the prevention and therapy of viral hepatitis. It is hoped that greater contribu-



tions, in the implementation of the CMB hepatitis virus program, will be made in a common effort to the

control of viral hepatitis of China.

The proceedings contains all the papers relative to the CMB hepatitis virus program submitted to the
conference organized by the scientific committee of the program, and covers the titles of the published pa-

pers supported by the CMDB program.

It is hoped that this proceedings would be of great interest to those responsible for the research of viral

hepatitis and for medical care of patients suffering from viral hepatitis.

G Foef ghee—

Gu Fungzhou M.D., Ph.D., FRCD
July 25.1996
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BWE ATHENLBRECAFRAEAOIRES LB GKMNZKR, 1946 & T 1986—1988 F #7 4 JL M
i£% T B ¥ 49 HBsAg S2 R I& & 3000 MR AR, T304t S0 0 i 0 48 b R 2 SR80 B 69 % 0% JL e i
HBsAg. 4t — HBs. 4#t—HBc. % % HBsAg & 4t—HDBc a4 L, s£ T A B 4t — HBs i & 69 fa L 8 A WK
A F ., WA E Lo A d AT HBsAg 454 & F 49L& A HBsAg A& F @A, Z A *F B 2k 777 9% 4
WL, A K e — kA RIA 847 HBsAg. #t—HBc v it—HBsHBV Az i 48 42 49 42 0]

.95 FiEH0.1.6 A, HBsAg 3F #EF £ 69U F 2T XTI L& 75 £.:20pg/ml X 3, 20ug/ml,
10.10,30pg/ml, 10,10, Z AP F| & 42 X, A& T4 REF F I A ILINIET 10peg/ml 3 4, £aAZX,

% X

TEWFFT #A P L %L 1946 %ﬁa JLE I 12059 A 4FE, 17 2 LB BRI S5 H I HBsAg JCHE IR % 85 L
5iE, 43 2 250, B AL HBsAg JCIE R #, Ir A B HBsAg MLAERY JL B TCHT — HBs HIZ B2 5 M .
(3 1,2),76% 1y HBsAg %47 & 4= F HBsAg MM ERER LR, X80 LB R F A A 7F 2~
3%(71%,10/14), i A F HBsAg AR JLE, HBsAg MAEL K AETE 5~6 % (3 2). HBsAg i
W EESER LEE, HBsAg f8 R IMLAE FHMEZR K 0.36% / A J5F, HBsAg BAEEESEAY JLEE 5 0.036% / A 4R,
5 AR X GRS BE R 10, (3R 3)

Fft4 HBsAg W H B FENIILERERE2-35H /rEut(HBsAg)mm“,ﬁmﬂLT«%%,
XX TFAE 2 BT 9% w8 AT BK 4 4a] 5 % PH 7 £ B ] 7= 303 1% 136 LA T 2 o] 1E 5 92 W 0ok G 2 09 SEmS R T
AT A, LA AEEAT A

Table 1 Case analysis of HBsAg converted children born to
HBsAg carrier mother

code years after HDBsAg HBsAb HBcAb| code years after HBsAg HBsAb HBcAb
No. vaccination S/N S/N Co/s No. vaccination S/N S/N Co/s
hnll 1 - 18.3 4.7 hn43 1 = 15.2 =
2 5.7 6.9 2 - - -
3 .8 ~ 6.1 3 28.5 - 2.1
5 19.2 — 5.7 5 17.8 - 1.3
6 11.3 - 9.3 6 27.6 = =
7 - ~ — 7 33.9 - -
hn52 1 = 17.5 — hn63 1 — 13.1 —
2 5.2 - 2 12.5 = =
3 18.5 - 2.4 3 20.8 - -
5 14.7 - . 5 17.4 - 2.7
6 21.3 = 3.7 6 21.7 - 4.7
7 17.1 - 4.1 7 36.6 = 5.8
hn72 1 - 11.2 — hn86 1 - 32.5 -
2 17.5 = 1.9 2 — 9.5 —
3 20.5 = 2.7 3 10.0 = 2.1
5 15.7 - 2.9 5 12.7 = 2.3
6 12.9 — — 6 17.6 — -
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I
code years after HBsAg HBsAb HBcAb! code years after HBsAg HBsAb HBcADb
No. vaccination  S/N  S/N  Co/s ! No vaccination S/N S/N  Co/s
7 10.5 : 23 | 7 12.0 - 2.4
gx24 1 = 6.5 I oaxeR ! - 11.5 -
6 66.7 9¢.8 3 32.4 = 99.9
7 5001 83.1 6 12.1 - 99.0
8 50.1 95.1 | _ 7 10.0 5.0 99.9
- gx30 L - 28,0 - | ud66 3 - 2.1 -
3 43.6 - 99.9 4 - 53.7 =
5 19.4 = 99.9 5 - 19.7 -
6 11.7 - 90.5 7 15.8 - 2.3
e I I sha7 1 E -
2 67.6 | 2 56.2 =
3 10.0 3 23.0 -
4 27. I 4 15.8 -
R S Y T | s - -
o ] 4.8 9.8 7 791 1 - 20.1
2 63.5 70.0 | 6 21.3 - 2.0
2 106.2 48 0 4 7 62.7 = 2.0
4 93.6 39.7 |
5 108.( - 18.0
6 42.1 - 19.2
L 9 51.2 = 10.4 B
Table 2 Case analysis of HBsAg converted children born to
HBsAg negative mother
code years after  THBsAg HBsAb HBcAD \ code years after HBsAg HBsAb TI'HBcAb
No. vaccination S/ S/N  Co/s | No. vaccination  S/N S/N Col/s
zdw2i Y = — | 2d453 5 - 75.2 -
5 SR 7 = f 7 = 30.0
7 15.0 18.8 8 - 17.0 -
hS 7.9 11.5 h 9 75.6 - 12.9
- . 5.0 9.5 | 9 1:128 = a
2d434 5 77.6 -1
7 19.1 - |
9 21.4 — =
9 1:128 ==

Table 23 Cohaort study of children vaccinated by hepatitis B vaccine

aged 1 — 10 years

No. of

subjects person conversion
(L =10 years old — years HBsAg rate per 1000
children’ observed ronversed person — years
horn to ﬁl’;;\g( +) :
3805.5 14 3.68
mother
born to HRsAg( —)
8253.0 3 0.30
mother




Study on the Efficacy of Plasma Derived HBsAg
Vaccine in Children — — A Nine Years Follow — up Study

Liu Chongbo Cao Huilin Xia Guoliang

(Institute of Virology, Chinese Academy of Preventive Medicine)

To evaluate the effectiveness of plasma derived HBsAg vaccine, 1946 children born to HBsAg carrier
mothers, vaccinated 1986 — 1988, have been randomly selected for a long term efficacy cohort study from
1986 — 1995.

All of the subjects enrolled were both HBsAg and anti — HBc negative and at different level of anti —
HBs positive, as prescreened by RIA at three month to one year after completion of the full doses vaccine
injection.

Vaccination Schedule:20pg X 3, 20ug, 10, 10, or 30pg, 10, 10, used for children born to HBsAg carrier
mother and 10pug % 3 for other and a three injections of 0. 1.6 month schedule have been adapted for all chil-

dren, during the study time, blood sample were collected yearly for all volunteer children and detected for

HBYV infection markers by RIA.

During the study period, a total of 17 cases of volunteer children have converted to HBsAg antigenmia,
and all of them became persistent asymptomatic chronic carriers, except two. There were no anti — HBs
anamnestic reaction observed in the all HBsAg converted cases. (table 1,2.).76% of the HBsAg cases were
children born to HBsAg carrier mothers and the majority of them (71% 10/14) occurred in 2 — 3 years old
children, as compared with 5 — 6 years old children born to the healthy mothers. (table 2).

The average HBsAg conversion rate in children from HBsAg carrier mother was 0.368 % per person —
vear and 0.036% per person — year in children from healthy mother.

The RR was more than 10. The mechanism of the early reinfection in children born to HBsAg mothers
after relative high dose HBsAg vaccine immunization was unknown. It constitutes an important problem in
HBV endemic area, such as China, effectively to prevent ;» rinatal transmission as well as the establishment

of right booster policy. The study is still undergoing.
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WE 1 BEROCRIFREET 2286 LAFERIERNGREENRIFEARF, 2 ASM. F—mAHR
SHAMUMEG(AM), FumALAK @p@HiTE@Bu), F=ahFELrToaRFrwa(Ca), §
v A FMREM(DM), $EMANBU(EM), 4R . ok ALT L% F S WH %A 64% .35% .57 %
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Table 1 Therapeutic effect on SALT

normalization lowering >50 % effective
group total No (%) No (%) No (%)
A 78 50 (64) * 14 (18) = 64 (82) =
B 57 20 (35) # 14 (25) 34 (60)
C 23 15 (57) 5 (21) 18 (78)
D 64 32 (50) * 20 (31) 52 (81) # =
E 64 35 (55) 9 (14) 44 (69)

A : polysacchride of polypous umbellatus

B:LAK cell retransfusion
C:dipuridamole + HBV vaccine

D:interferon

E: control

## compared with control P<0.05
* cmpared with LAK P<0.05

Table 2 Therapeutic effect on HBVM

group total

HBsAg( —)(%) HBVDNA( —)(% ) HBeAg(—)(%) anti— HBe( + )( %)

A

E

78

57

23

64

64

4(5)

4(6)

36(44) # =

17(30) #

14(61) # *

31(49) # =

6(9)

34(43) &

19(34) #

13(57) #

30(48) #

7(11)

17(22)

12(21)

10(43)

23(36) #

11(17)

# compared with control P<0.05
* compared with LAK P<0.05



Table 3 Therapeutic effect on HBVM after 1 year

group total HBsAg( —)(% ) HBVDNA( - )(%) HBeAg( —)( %) anti— HBe( + )(%)

A 78 4(5) 45(58) # 46(59) # 35(45) #
B 44 0 24(55) = 27(61) # 18(41)
C 20 1(5) 12(60) = 14(70) = 8(40) #
D 57 2(4) 30(52) = 31(54) = 24(42) =
E 54 0 4(7) 9(17) 6(11)

# compared with control P<0.05

Zid EiRZ O IEIRIEIE, L2 + ZHEHA  LAK A FIEET + FAEALT—1NIT
T2H9I8YT, £ HBV DNA MRS R, =47 A0 T B4, 42 R 31§ HBV 8§ Gy e /. %
LAK ZHMIZH ST RR(L 1.5 D A )y A 200, L LS AMEETAHS TINR AU, MIRTER
1 Fnf, ER=HT S TIRAMM.

TRAE & 4197 30, BIAE I 2R dT 98 AR & VRN, R ITHEREXS MLIE ALT JH& 1 HBsAg HBV DNA FH ¥
RIS HEZBIFFRWA, B ELE 2 G H RS XA ZUR A% NIRRT . A LAK 28 B[] i R
7 % ERIEST T ERCR AT, 2T EMEGE N, WREF IR IT IR ERL TR, BUSR A& 18, v LUK A A£
THEHRNEIETT

(=R 5

1. FI 3 H AL 180G 2 A% 3 (DHBV) FHERY BRTS, 20 =4, —HFE X 208 Sme/ke, B 3 1K,
EELH I AN A BHENBELE SR ERER L, FFIES CAFEE Spe/ R, 82 B 1R, EL3 K,
B 3IANH. MEATEAEEK 0. 5Sml/keg, A 3IK,EL3INMH. HERNE 4, BREEEEMAF
P2V 40 5 58 % 2 0 BR T 4 ¥ 76 1M i) DHBV A i 0 e 35 i I 728 4 78 i, JC RA BT #04E F S 5R

Table 4 Therapeutic effect on DHBV

end of 2weeks after liver

group therapy therapy lession
A 6/9 7/9 +
B 5/10 5/10 + +
C 1/9 1/9 ERE S

A: polysaccharide of polyporus umbellatus + HBV vaccine
B: polysaccharide of polyporus umbellatus

C: control



45 DHBV( + ) FRTEVE ST 552 L8 30me/kg f ZAFIEHT 15pg/ ke, BE 3 IR, EL3I AN A, BRAVIE
i DHBV & 1 K oie 2 AT BB 25 78 A 4, 7 BURS AT 42 HL DHBV DNA {E Southern blot, ZFL{EITHY 10 A
JEEIE 5 7 ¥ 2R (Relaxed circular) DHBV DNA fJiH %, flRE 5 Z 2 W& H P Z B il HBV DNA i
L SUE LR

B FE A T & B R #1697 DHBV( + )JRHS, Il DHBVDNA [R¥3 % 5/10, MEBMEET K 1/
10, BB RIBET EH KA EX DHBV EdlFMa/EM, HREMEETMHEAASUE, AT
A B AT AR A AT VE AT o

2. B E LW IR BET RN R A A/ RS e ST, IR B AR 2 HE
T RE A AR AR VA RN RE, KPR AEZ S REE A S HE =W -E F 0T R/ B S B W T B
MAIEMRThEE, EHT=F2y8 R, /N RIE I B w41 i A & e F1 40 AR A R Th Re 3 o Pl B sR e AL .

3. XX LN AR E AR A B AR S IE A S E MBS AR (PBMO) RABIE L M R, 4
BEBE L. RA A B8R PBMC Xt 2.2. 15 40/t \HepG2 40 A K562 41 &Y 5% 155 15 14, 3F
EHEIKEE . B ZAFZE X IER A PBMC f9RGIEETTHRIER, 5L 2% 85T PBMC EH
A EET R BEEEE 2SS,

FE% L EMEN 1S PBMC A9 Af, PBMC 41 B8 B/ 1L -2 2 & (1L - 2 R) KK U] B 15,
THRERHE IL - 2 @943 10, FF 2/ K, LR UF SRR SE 2 205 F0 - A v ] g J2 00 72 i oF S 2 08 14 41
B4y 1L — 2 F3E5E 1L - 2R AYFRIB T3 3k HR M iE 1%,

Xt 30 B LAK 20 B 576 YT B9 2 BIAS 1 16 sh kAT 28 09 B0 A CHEFTI8 T BT L5 LAK 40 B i 4%
T ML LAK 3G MM H B0 &, LUAYT 45 90t HBV DNA B 1R 51677 B 20 %15 15, K BUIEIT AT
LAK 208 #&E ¥, J697 )5 LAK 4IRS R B & R ILE LAK &SI B -F & ZH &), 35 HBV
DNA A% 5% Jo i B3 &, ARTE HAriFss, Ml LAK 400 iG M ME LAK 3§ W6 B 7, TR REME R
i LAK 48 i = 46 1A 77 & BB 2L TE R

T EHAEFRF S

(—) TR RAWGEIREIEFITHE . 4R NE 5.6.7,

Table 5 Therapeutic effect on severe hepatitis

group total mortality( % )
PHGF 80 31 (38.8)=%
PGE1 24 9 (37.5)¢#
PHGF + PGE1 1

control 61 40 (65.8)

(basic therapy)

total 166 81 (48.8)

= compared with control P<0.05



Table 6 Therapeutic effect on severe hepatitis with coma

group total mortality( % )
PHGF 56 30 (53.6)%#
PGE1 17 8 (47.1)#
control : 48 38 (79.2)

(basic therapy)

total 122 76 (62.8)

# compared with control P<0.05

Table 7 Effect of treatment in chronic hepatitis group and

severe hepatitis group with cross — over design

group No. of patients No. of death motality rate( % )

chronic hepatitis 75 40 53.3 P=0.05
group

severe hepatitis 91 41 45.1

group

HGF 201 PGE1 AXFTAE AT A 847 10 =5 [0 LA b BF 4 o 69 T2 E P R B9 R SE R K T 42 & 98
TH, & BAFHA M TR 2 X IEEEMFROT, —HLHEER, BREZ R ORIE, 4530
PAEE . [, xtee-EmFe o NEm " A0E], B HGF #1 PGE1 BT EAEF R AL IF el B 2 %, HGF
BT A N0 8 00 LA EAF R EEAF R, LI "M AL BT RO L B2 7, 2R 4%
B iRI7 AR BN HGF = PGE1 X EE AT R 8957 %k, EARRBAATTUESR,

RIYER : — % PHGF LA R AITER, DAl AT H BRI 22, {E PGE1 M EI{E K, o2
IAT PR B OO PR i A B AR I 2, TR R AR AR T S RE 4k S5 AT .

RIFLA LG5 5R, AT AT EAEAT R LA 10 88 1° RL L AR IGO0 B8 N, B %78 45 & 1677 20l
A PHGF 897 . TRAIEELRG IR YT 250 _Ehn PGEL 3897, (H IV 3 B HEIE A .

(Z)I7 ZLHLE B 5

L. B ERAL R T WFR PHGE 1 PGEL X B 5E JF 48 A 97 %% T F 7 AAWLEg, e/ 8 an 7 W KB #F
i 5 2% RS AT R % 5 (DHBV) B 5155 A 08 2 HE AT IRSEAE RS, D — F 2R FUHE I PN 3 235 & /D AR A
JF 9 B AU FN P R AT B S N 88 R 155 /N BUIF IR BE 55 2 Rl gl W IF SR FE AL Y, 9 VR A WF 52 PHGFE #1 PGE1L X§
RFERFERYIETT 16 F B BT 2 LR 4R (4L m] S 0 52 I A sh 4 A A

2 CRAKBFFE A EZEM DHBV BEA 15 S M2 W ATRPERL AL, 75 3 51 9 8 £ X DHBV J5 2 /it
I PHGF10mg WA 5% T 65 W =, i ko i, 3R o= B BB 5% WA EX B, 4558 BR,
HE 45T PHGF 48 1037 53 EALHE BT (LPO) 7K -5 X 18 £ B 5 B A%, T Bk 48 E 3196 Je 28 M5 78 B 0%,
BTG 2 R TR M SR AR 2R A B EE . {278 PHGF AN (URE (3 AT 40 I 7 A= Fn 2 52, 12 BE P IR
FFERBEBT MLV LPO 7K ¥, 18/ 40 i B A o ot 484, F22 AN AR, ol e AT 4 AR 153495 o

3CRAD-REYIABERANGERIKE SR, B0/ RBLAWEIF R, #3557 PGEL f1 PHGF #)
TRIT R SR AN X ML B G SRS R T (STNF) B 56 i o 45 3R B 7R 24 /MEF/NRIE TS 2K, PGEL 4181 PHGF 41
439K 36.4% % 35.3% , X ERZA M 64.8% ,P<0.05, [EAET, £l STNF 7K, PHGF 401 PGE1 4%
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